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Subpart E—Other Requirements
§ 25.50 Environmental effects abroad

of major agency actions.
(a) In accordance with E.O. 12114,

‘‘Environmental Effects Abroad of
Major Federal Actions’’ of January 4,
1979 (44 FR 1957, Jan. 9, 1977), the re-
sponsible agency official, in analyzing
actions under his or her program, shall
consider the environmental effects
abroad, including whether the actions
involve:

(1) Potential environmental effects
on the global commons and areas out-
side the jurisdiction of any nation, e.g.,
oceans and the upper atmosphere.

(2) Potential environmental effects
on a foreign nation not participating
with or otherwise involved in an FDA
activity.

(3) The export of products (or emis-
sions) that in the United States are
prohibited or strictly regulated be-
cause their effects on the environment
create a serious public health risk.

(4) Potential environmental effects
on natural and ecological resources of
global importance designated under the
Executive Order.

(b) Before deciding on any action
falling into the categories specified in
paragraph (a) of this section, the re-
sponsible agency official shall deter-
mine in accordance with section 2–3 of
the Executive Order whether such ac-
tions may have a significant environ-
mental effect abroad.

(c) If the responsible agency official
determines that an action may have a
significant environmental effect
abroad, the responsible agency official
shall determine in accordance with sec-
tion 2–4(a) and (b) of the Executive
Order, whether the subject action calls
for:

(1) An EIS;
(2) A bilateral or multilateral envi-

ronmental study; or
(3) A concise environmental review.
(d) In preparing environmental docu-

ments under this subpart, the respon-
sible official shall:

(1) Determine, as provided in section
2–5 of the Executive Order, whether
proposed actions are subject to the ex-
emptions, exclusions, and modification
in contents, timing, and availability of
documents.

(2) Coordinate all communications
with foreign governments concerning
environmental agreements and other
arrangements in implementing the Ex-
ecutive Order.

PART 50—PROTECTION OF HUMAN
SUBJECTS

Subpart A—General Provisions

Sec.
50.1 Scope.
50.3 Definitions.

Subpart B—Informed Consent of Human
Subjects

50.20 General requirements for informed
consent.

50.21 Effective date.
50.23 Exception from general requirements.
50.25 Elements of informed consent.
50.27 Documentation of informed consent.

Subpart C—Protections Pertaining to Clini-
cal Investigations Involving Prisoners
as Subjects

50.40 Applicability.
50.42 Purpose.
50.44 Restrictions on clinical investigations

involving prisoners.
50.46 Composition of institutional review

boards where prisoners are involved.
50.48 Additional duties of the institutional

review boards where prisoners are in-
volved.

AUTHORITY: Secs. 201, 406, 408, 409, 502, 503,
505, 506, 507, 510, 513–516, 518–520, 701, 721, 801
of the Federal Food, Drug, and Cosmetic Act
(21 U.S.C. 321, 346, 346a, 348, 352, 353, 355, 356,
357, 360, 360c–360f, 360h–360j, 371, 379e, 381);
secs. 215, 301, 351, 354–360F of the Public
Health Service Act (42 U.S.C. 216, 241, 262,
263b–263n).

SOURCE: 45 FR 36390, May 30, 1980, unless
otherwise noted.

Subpart A—General Provisions

§ 50.1 Scope.
(a) This part applies to all clinical in-

vestigations regulated by the Food and
Drug Administration under sections
505(i), 507(d), and 520(g) of the Federal
Food, Drug, and Cosmetic Act, as well
as clinical investigations that support
applications for research or marketing
permits for products regulated by the
Food and Drug Administration, includ-
ing food and color additives, drugs for
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human use, medical devices for human
use, biological products for human use,
and electronic products. Additional
specific obligations and commitments
of, and standards of conduct for, per-
sons who sponsor or monitor clinical
investigations involving particular test
articles may also be found in other
parts (e.g., parts 312 and 812). Compli-
ance with these parts is intended to
protect the rights and safety of sub-
jects involved in investigations filed
with the Food and Drug Administra-
tion pursuant to sections 406, 409, 502,
503, 505, 506, 507, 510, 513–516, 518–520, 721,
and 801 of the Federal Food, Drug, and
Cosmetic Act and sections 351 and 354–
360F of the Public Health Service Act.

(b) References in this part to regu-
latory sections of the Code of Federal
Regulations are to chapter I of title 21,
unless otherwise noted.

[45 FR 36390, May 30, 1980; 46 FR 8979, Jan. 27,
1981]

§ 50.3 Definitions.

As used in this part:
(a) Act means the Federal Food,

Drug, and Cosmetic Act, as amended
(secs. 201—902, 52 Stat. 1040 et seq. as
amended (21 U.S.C. 321—392)).

(b) Application for research or market-
ing permit includes:

(1) A color additive petition, de-
scribed in part 71.

(2) A food additive petition, described
in parts 171 and 571.

(3) Data and information about a sub-
stance submitted as part of the proce-
dures for establishing that the sub-
stance is generally recognized as safe
for use that results or may reasonably
be expected to result, directly or indi-
rectly, in its becoming a component or
otherwise affecting the characteristics
of any food, described in §§ 170.30 and
570.30.

(4) Data and information about a food
additive submitted as part of the proce-
dures for food additives permitted to be
used on an interim basis pending addi-
tional study, described in § 180.1.

(5) Data and information about a sub-
stance submitted as part of the proce-
dures for establishing a tolerance for
unavoidable contaminants in food and
food-packaging materials, described in
section 406 of the act.

(6) An investigational new drug appli-
cation, described in part 312 of this
chapter.

(7) A new drug application, described
in part 314.

(8) Data and information about the
bioavailability or bioequivalence of
drugs for human use submitted as part
of the procedures for issuing, amend-
ing, or repealing a bioequivalence re-
quirement, described in part 320.

(9) Data and information about an
over-the-counter drug for human use
submitted as part of the procedures for
classifying these drugs as generally
recognized as safe and effective and not
misbranded, described in part 330.

(10) Data and information about a
prescription drug for human use sub-
mitted as part of the procedures for
classifying these drugs as generally
recognized as safe and effective and not
misbranded, described in this chapter.

(11) Data and information about an
antibiotic drug submitted as part of
the procedures for issuing, amending,
or repealing regulations for these
drugs, described in § 314.300 of this
chapter.

(12) An application for a biological
product license, described in part 601.

(13) Data and information about a bi-
ological product submitted as part of
the procedures for determining that li-
censed biological products are safe and
effective and not misbranded, described
in part 601.

(14) Data and information about an in
vitro diagnostic product submitted as
part of the procedures for establishing,
amending, or repealing a standard for
these products, described in part 809.

(15) An Application for an Investiga-
tional Device Exemption, described in
part 812.

(16) Data and information about a
medical device submitted as part of the
procedures for classifying these de-
vices, described in section 513.

(17) Data and information about a
medical device submitted as part of the
procedures for establishing, amending,
or repealing a standard for these de-
vices, described in section 514.

(18) An application for premarket ap-
proval of a medical device, described in
section 515.
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not greater in and of themselves than
those ordinarily encountered in daily
life or during the performance of rou-
tine physical or psychological exami-
nations or tests.

(m) Legally authorized representative
means an individual or judicial or
other body authorized under applicable
law to consent on behalf of a prospec-
tive subject to the subject’s
particpation in the procedure(s) in-
volved in the research.

[45 FR 36390, May 30, 1980, as amended at 46
FR 8950, Jan. 27, 1981; 54 FR 9038, Mar. 3, 1989;
56 FR 28028, June 18, 1991]

Subpart B—Informed Consent of
Human Subjects

SOURCE: 46 FR 8951, Jan. 27, 1981, unless
otherwise noted.

§ 50.20 General requirements for in-
formed consent.

Except as provided in § 50.23, no in-
vestigator may involve a human being
as a subject in research covered by
these regulations unless the investiga-
tor has obtained the legally effective
informed consent of the subject or the
subject’s legally authorized representa-
tive. An investigator shall seek such
consent only under circumstances that
provide the prospective subject or the
representative sufficient opportunity
to consider whether or not to partici-
pate and that minimize the possibility
of coercion or undue influence. The in-
formation that is given to the subject
or the representative shall be in lan-
guage understandable to the subject or
the representative. No informed con-
sent, whether oral or written, may in-
clude any exculpatory language
through which the subject or the rep-
resentative is made to waive or appear
to waive any of the subject’s legal
rights, or releases or appears to release
the investigator, the sponsor, the insti-
tution, or its agents from liability for
negligence.

§ 50.21 Effective date.
The requirements for informed con-

sent set out in this part apply to all
human subjects entering a clinical in-
vestigation that commences on or after
July 27, 1981.

§ 50.23 Exception from general re-
quirements.

(a) The obtaining of informed consent
shall be deemed feasible unless, before
use of the test article (except as pro-
vided in paragraph (b) of this section),
both the investigator and a physician
who is not otherwise participating in
the clinical investigation certify in
writing all of the following:

(1) The human subject is confronted
by a life-threatening situation neces-
sitating the use of the test article.

(2) Informed consent cannot be ob-
tained from the subject because of an
inability to communicate with, or ob-
tain legally effective consent from, the
subject.

(3) Time is not sufficient to obtain
consent from the subject’s legal rep-
resentative.

(4) There is available no alternative
method of approved or generally recog-
nized therapy that provides an equal or
greater likelihood of saving the life of
the subject.

(b) If immediate use of the test arti-
cle is, in the investigator’s opinion, re-
quired to preserve the life of the sub-
ject, and time is not sufficient to ob-
tain the independent determination re-
quired in paragraph (a) of this section
in advance of using the test article, the
determinations of the clinical inves-
tigator shall be made and, within 5
working days after the use of the arti-
cle, be reviewed and evaluated in writ-
ing by a physician who is not partici-
pating in the clinical investigation.

(c) The documentation required in
paragraph (a) or (b) of this section
shall be submitted to the IRB within 5
working days after the use of the test
article.

(d)(1) The Commissioner may also de-
termine that obtaining informed con-
sent is not feasible when the Assistant
Secretary of Defense (Health Affairs)
requests such a determination in con-
nection with the use of an investiga-
tional drug (including an antibiotic or
biological product) in a specific proto-
col under an investigational new drug
application (IND) sponsored by the De-
partment of Defense (DOD). DOD’s re-
quest for a determination that obtain-
ing informed consent from military
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personnel is not feasible must be lim-
ited to a specific military operation in-
volving combat or the immediate
threat of combat. The request must
also include a written justification sup-
porting the conclusions of the
physician(s) responsible for the medi-
cal care of the military personnel in-
volved and the investigator(s) identi-
fied in the IND that a military combat
exigency exists because of special mili-
tary combat (actual or threatened) cir-
cumstances in which, in order to facili-
tate the accomplishment of the mili-
tary mission, preservation of the
health of the individual and the safety
of other personnel require that a par-
ticular treatment be provided to a
specified group of military personnel,
without regard to what might be any
individual’s personal preference for no
treatment or for some alternative
treatment. The written request must
also include a statement that a duly
constituted institutional review board
has reviewed and approved the use of
the investigational drug without in-
formed consent. The Commissioner
may find that informed consent is not
feasible only when withholding treat-
ment would be contrary to the best in-
terests of military personnel and there
is no available satisfactory alternative
therapy.

(2) In reaching a determination under
paragraph (d)(1) of this section that ob-
taining informed consent is not fea-
sible and withholding treatment would
be contrary to the best interests of
military personnel, the Commissioner
will review the request submitted
under paragraph (d)(1) of this section
and take into account all pertinent fac-
tors, including, but not limited to:

(i) The extent and strength of the
evidence of the safety and effectiveness
of the investigational drug for the in-
tended use;

(ii) The context in which the drug
will be administered, e.g., whether it is
intended for use in a battlefield or hos-
pital setting or whether it will be self-
administered or will be administered
by a health professional;

(iii) The nature of the disease or con-
dition for which the preventive or
therapeutic treatment is intended; and

(iv) The nature of the information to
be provided to the recipients of the

drug concerning the potential benefits
and risks of taking or not taking the
drug.

(3) The Commissioner may request a
recommendation from appropriate ex-
perts before reaching a determination
on a request submitted under para-
graph (d)(1) of this section.

(4) A determination by the Commis-
sioner that obtaining informed consent
is not feasible and withholding treat-
ment would be contrary to the best in-
terests of military personnel will ex-
pire at the end of 1 year, unless re-
newed at DOD’s request, or when DOD
informs the Commissioner that the
specific military operation creating
the need for the use of the investiga-
tional drug has ended, whichever is
earlier. The Commissioner may also re-
voke this determination based on
changed circumstances.

[46 FR 8951, Jan. 27, 1981, as amended at 55
FR 52817, Dec. 21, 1990]

§ 50.25 Elements of informed consent.

(a) Basic elements of informed consent.
In seeking informed consent, the fol-
lowing information shall be provided to
each subject:

(1) A statement that the study in-
volves research, an explanation of the
purposes of the research and the ex-
pected duration of the subject’s partici-
pation, a description of the procedures
to be followed, and identification of
any procedures which are experi-
mental.

(2) A description of any reasonably
foreseeable risks or discomforts to the
subject.

(3) A description of any benefits to
the subject or to others which may rea-
sonably be expected from the research.

(4) A disclosure of appropriate alter-
native procedures or courses of treat-
ment, if any, that might be advan-
tageous to the subject.

(5) A statement describing the ex-
tent, if any, to which confidentiality of
records identifying the subject will be
maintained and that notes the possibil-
ity that the Food and Drug Adminis-
tration may inspect the records.

(6) For research involving more than
minimal risk, an explanation as to
whether any compensation and an ex-
planation as to whether any medical
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treatments are available if injury oc-
curs and, if so, what they consist of, or
where further information may be ob-
tained.

(7) An explanation of whom to con-
tact for answers to pertinent questions
about the research and research sub-
jects’ rights, and whom to contact in
the event of a research-related injury
to the subject.

(8) A statement that participation is
voluntary, that refusal to participate
will involve no penalty or loss of bene-
fits to which the subject is otherwise
entitled, and that the subject may dis-
continue participation at any time
without penalty or loss of benefits to
which the subject is otherwise entitled.

(b) Additional elements of informed con-
sent. When appropriate, one or more of
the following elements of information
shall also be provided to each subject:

(1) A statement that the particular
treatment or procedure may involve
risks to the subject (or to the embryo
or fetus, if the subject is or may be-
come pregnant) which are currently
unforeseeable.

(2) Anticipated circumstances under
which the subject’s participation may
be terminated by the investigator
without regard to the subject’s con-
sent.

(3) Any additional costs to the sub-
ject that may result from participation
in the research.

(4) The consequences of a subject’s
decision to withdraw from the research
and procedures for orderly termination
of participation by the subject.

(5) A statement that significant new
findings developed during the course of
the research which may relate to the
subject’s willingness to continue par-
ticipation will be provided to the sub-
ject.

(6) The approximate number of sub-
jects involved in the study.

(c) The informed consent require-
ments in these regulations are not in-
tended to preempt any applicable Fed-
eral, State, or local laws which require
additional information to be disclosed
for informed consent to be legally ef-
fective.

(d) Nothing in these regulations is in-
tended to limit the authority of a phy-
sician to provide emergency medical
care to the extent the physician is per-

mitted to do so under applicable Fed-
eral, State, or local law.

§ 50.27 Documentation of informed
consent.

(a) Except as provided in § 56.109(c),
informed consent shall be documented
by the use of a written consent form
approved by the IRB and signed by the
subject or the subject’s legally author-
ized representative. A copy shall be
given to the person signing the form.

(b) Except as provided in § 56.109(c),
the consent form may be either of the
following:

(1) A written consent document that
embodies the elements of informed
consent required by § 50.25. This form
may be read to the subject or the sub-
ject’s legally authorized representa-
tive, but, in any event, the investigator
shall give either the subject or the rep-
resentative adequate opportunity to
read it before it is signed.

(2) A short form written consent docu-
ment stating that the elements of in-
formed consent required by § 50.25 have
been presented orally to the subject or
the subject’s legally authorized rep-
resentative. When this method is used,
there shall be a witness to the oral
presentation. Also, the IRB shall ap-
prove a written summary of what is to
be said to the subject or the represent-
ative. Only the short form itself is to
be signed by the subject or the rep-
resentative. However, the witness shall
sign both the short form and a copy of
the summary, and the person actually
obtaining the consent shall sign a copy
of the summary. A copy of the sum-
mary shall be given to the subject or
the representative in addition to a
copy of the short form.

Subpart C—Protections Pertaining
to Clinical Investigations In-
volving Prisoners as Subjects

EFFECTIVE DATE NOTE: At 46 FR 35085, July
7, l981, the effective date of subpart C was
stayed until further notice.

§ 50.40 Applicability.
(a) The regulations in this subpart

apply to all clinical investigations in-
volving prisoners as subjects that are
regulated by the Food and Drug Ad-
ministration under sections 505(i),
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507(d), or 520(g) of the Federal Food,
Drug, and Cosmetic Act, as well as
clinical investigations involving pris-
oners that support applications for re-
search or marketing permits for prod-
ucts regulated by the Food and Drug
Administration.

(b) Nothing in this subpart shall be
construed as indicating that compli-
ance with the procedures set forth
herein will authorize research involv-
ing prisoners as subjects to the extent
such research is limited or barred by
applicable State or local law.

§ 50.42 Purpose.
Inasmuch as prisoners may be under

constraints because of their incarcer-
ation which could affect their ability
to make a truly voluntary and
uncoerced decision whether or not to
participate as subjects in research, it is
the purpose of this subpart to provide
additional safeguards for the protec-
tion of prisoners involved in activities
to which this subpart is applicable.

§ 50.44 Restrictions on clinical inves-
tigations involving prisoners.

(a) Except as provided in § 50.44(b),
clinical investigations regulated by the
Food and Drug Administration under
sections 505(i), 507(d), and 505(g) of the
Federal Food, Drug, and Cosmetic Act,
as well as clinical investigations that
support applications for research or
marketing permits for products regu-
lated by the Food and Drug Adminis-
tration may not involve prisoners as
subjects.

(b) Clinical investigations that are
regulated by the Food and Drug Ad-
ministration under sections 505(i),
507(d), or 520(g) of the Federal Food,
Drug, and Cosmetic Act, as well as
clinical investigations that support ap-
plications for research or marketing
permits for products regulated by the
Food and Drug Administration, may
involve prisoners as subjects only if the
institution responsible for the conduct
of the clinical investigation has cer-
tified to the Food and Drug
Administration that the institutional
review board has approved the clinical
investigation under § 50.48; and

(1)(i) In the judgment of the Food and
Drug Administration, the proposed
clinical investigation involves solely

research on practices both innovative
and accepted, which have the intent
and reasonable probability of improv-
ing, the health and well-being of the
subjects;

(ii) In cases in which these studies re-
quire the assignment of prisoners in a
manner consistent with protocols ap-
proved by the institutional review
board to control groups that may not
benefit from the research, the study
may proceed only after the Food and
Drug Administration has consulted
with appropriate experts, including ex-
perts in penology, medicine, and ethics,
and has published notice in the FED-
ERAL REGISTER of its intent to approve
such research; or

(2) Research on conditions particu-
larly affecting prisoners as a class (for
example, vaccine trials and other re-
search on hepatitis, which is much
more prevalent in prisons than else-
where) provided that the Food and
Drug Administration has consulted
with appropriate experts, including ex-
perts in penology, medicine, and ethics,
and has published notice in the FED-
ERAL REGISTER of its intent to approve
such research; subject to the approval
of the Food and Drug Administration,
prisoners may participate in the re-
search even though they are assigned,
in a manner consistent with protocols
approved by the institutional review
board, to control groups that may not
benefit from the research.

§ 50.46 Composition of institutional re-
view boards where prisoners are in-
volved.

In addition to satisfying any other
requirements governing institutional
review boards set forth in this chapter,
an institutional review board, in carry-
ing out responsibilities under this part
with respect to research covered by
this subpart, shall also meet the fol-
lowing specific requirements:

(a) A majority of the institutional re-
view board (exclusive of prisoner mem-
bers) shall have no association with the
prison(s) involved, apart from their
membership on the institutional re-
view board.

(b) At least one member of the insti-
tutional review board shall be a pris-
oner, or a prisoner advocate with ap-
propriate background and experience
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to serve in that capacity, except that if
a particular research project is re-
viewed by more than one institutional
review board, only one institutional re-
view board need satisfy this require-
ment.

§ 50.48 Additional duties of the institu-
tional review boards where pris-
oners are involved.

(a) In addition to all other respon-
sibilities prescribed for institutional
review boards under this chapter, the
institutional review board shall review
clinical investigations covered by this
subpart and approve such clinical in-
vestigations only if it finds that:

(1) The research under review rep-
resents one of the categories of re-
search permitted under § 50.44(b) (1) and
(2);

(2) Any possible advantages accruing
to the prisoner through his or her par-
ticipation in the clinical investigation,
when compared to the general living
conditions, medical care, quality of
food, amenities, and opportunity for
earnings in prison, are not of such a
magnitude that his or her ability to
weigh the risks of the clinical inves-
tigation against the value of such ad-
vantages in the limited-choice environ-
ment of the prison is impaired;

(3) The risks involved in the clinical
investigation are commensurate with
risks that would be accepted by non-
prisoner volunteers;

(4) Procedures for the selection of
subjects within the prison are fair to
all prisoners and immune from arbi-
trary intervention by prison authori-
ties or prisoners; unless the principal
investigator provides to the institu-
tional review board justification in
writing for following some other proce-
dures, control subjects must be se-
lected randomly from the group of
available prisoners who meet the char-
acteristics needed for that research
project;

(5) Any information given to subjects
is presented in language which is ap-
propriate for the subject population;

(6) Adequate assurance exists that
parole boards will not take into ac-
count a prisoner’s participation in the
clinical investigation in making deci-
sions regarding parole, and each pris-
oner is clearly informed in advance

that participation in the clinical inves-
tigation will have no effect on his or
her parole; and

(7) Where the institutional review
board finds there may be need for fol-
lowup examination or care of partici-
pants after the end of their participa-
tion, adequate provision has been made
for such examination or care, taking
into account the varying lengths of in-
dividual prisoners’ sentences, and for
informing participants of this fact.

(b) The institutional review board
shall carry out such other duties as
may be assigned by the Food and Drug
Administration.

(c) The institution shall certify to
the Food and Drug Administration, in
such form and manner as the Food and
Drug Administration may require, that
the duties of the institutional review
board under this section have been ful-
filled.

PART 56—INSTITUTIONAL REVIEW
BOARDS

Subpart A—General Provisions

Sec.
56.101 Scope.
56.102 Definitions.
56.103 Circumstances in which IRB review is

required.
56.104 Exemptions from IRB requirement.
56.105 Waiver of IRB requirement.

Subpart B—Organization and Personnel

56.107 IRB membership.

Subpart C—IRB Functions and Operations

56.108 IRB functions and operations.
56.109 IRB review of research.
56.110 Expedited review procedures for cer-

tain kinds of research involving no more
than minimal risk, and for minor
changes in approved research.

56.111 Criteria for IRB approval of research.
56.112 Review by institution.
56.113 Suspension or termination of IRB ap-

proval of research.
56.114 Cooperative research.

Subpart D—Records and Reports

56.115 IRB records.

Subpart E—Administrative Action for
Noncompliance

56.120 Lesser administrative actions.
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